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Rl 




The invention relates to diaryl cycloalkyl derivs. and their physiol. 

compatible salts and physiol, functional derivs. The invention also 

relates to oxazoles I [Z = C3-8-alkyl. C3-8-alkenyl {rings may contain 1 

or more oxygens): Rl. RZ. R4. R5 = H. F. CI. Br. OH. N02. CF3. OCF3. 

Cl-6-alkyl. 0-(Cl-6-alkyl): R3 - H. Cl-6-alkyl; X. Y - Cl-6-alkyl (chains 

may contain 1 or more oxygens)] to their physiol. compatible salts and to 

a method for producing the same. Thus. (+)-cis-oxazole II was prepared from 

cyclohexane-1.3-diol via O-alkylation with 4- ( Iodomethyl ) -2- (4- 

fluorophenyl )oxazole. separation of cis/trans isomers. HPLC resolution of the cis 

isomers, and finally alkylation of the (-)-cis isomer with Me 

2-(bromomethyl )-6-methylbenzoate. The compds. have lipid and/or 

triglyceride reducing properties and are suitable e.g. for treating lipid 

metabolic disorders, type II diabetes and syndrome X. The bioactivity of 

II was determined [EC50 = 0.3 nM vs. PPARu]. 

501362-02-3P 501362-03-4P 501362-06-7P 

501362-09-OP 501362-12-5P 501362-15-8P 

501362-16-9P 501362-21-6P 501362-27-2P 

601362-28-3P 501362-30-7P 501362-31-8P 

501362-36-3P 501362-37-4P 501362-38-5P 

501362-39-6P 501362-43-2P 501362-45-4P 

501362-46-5P 501362-47-6P 501362-48-7P 

501362-49-8P 501362-50-1P 501362-52-3P 

501362-53-4P 501362-54-5P 501362 55 6P 

501362-58-9P 501362-59-0P 501362-60-3P 

501362 61 4P 501362 62- 5P 501362-65-8P 

5O1362-67-0P 501362-70-5P 501362-73-BP 

RL: PAC (Pharmacological activity): SPN (Synthetic preparation); THU 



L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN (Continued) 

(Therapeutic use): BIOL (Biological study): PREP (Preparation): USES 
(Uses) 

(prepn. and PPAR activating activity of: prepn. of oxazole diaryl 
cycloalkyl derivs. and the use thereof as PPAR activators) 
RN 501362-02-3 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(4-fluorophenyl)-4-oxazolyl](nethoxy]cyclohexyl]ox 
y]methyl]-6-methyl- (9CI) (CA INOEX NAME) 
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RN 501362-03-4 CAPLUS 

CN Benzoic acid. 2-[[[(lS.3R)-3-[{2-{4-methoxyphenyl )-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 501362-06-7 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[(lS.3R)-3-[(2-phenyl -4- 

oxazolyl)methoxy]cyclohexyl)oxy3methyl]- (9CI) (CA INOEX NAME) 

Absolute stereochemistry. 



RN 501362-09-0 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[f ( IS. 3R)-3- [[2- (4 -methyl phenyl )-4- 
oxazolyl]methoxy]Cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 



RN 501362-12-5 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3S>-3-[[2-(4-fluorophenyl)-5-methyl-4- 

oxazolyl jmethoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 501362-15-8 CAPLUS 

CN Benzoic acid. 5-[[[(lR.3S)-3-[[2-(4-fluoropheny1)-4- 

oxazolyl]methoxy3cyclohexyl]oxy]methy)]-2-methyl-. rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 501362-16-9 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3$)-3-l[2-{4-fluorophenyl )-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-5-methyl-. rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



Absolute stereochemistry. 



10/631,867 



Page 3 
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RN 501362-21-6 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3R)-3-[[2-(4-fluorophenyl )-4- 

oxazolyl]methoxy]cyclotiexy1]oxy]metliyl]-6-meLhy1-. rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
F. 




RN 501362-27-2 CAPLUS 

CN Benzoic acid. 2-methy1-6-[[[(lR.2R)-2-[(2-pheny1-4- 

oxazolyl)methoxy]cyclOhexyl]oxy]methyl]-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 501362-28-3 CAPLUS 

CN Benzoic acid. 2-[[[4 [[2-(4-fluorophenyl)-4-oxazolyl]methoxy]cyclohexyl]ox 
y]methyl]-6-methyl- (9CI) (CA INDEX NAME) 
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0-CH2- 



02H 



RN 501362-30-7 CAPLUS 

CN Benzoic acid. 2-[[[5-{[2-(4-f luorophenyl )-4-oxazolyl]methoxy]cyclooctyl ]ox 
y]methyl]-6-methyl- (9CI) (CA INDEX NAME) 



{ ^pO-CH; 

: /y^ CH2 "°\__/ 



:02H 



RN 501362-31-8 CAPLUS 

CN Benzoic acid. 2-[[[(lR.2R)-2-[[2-(4-fluorophenyl)-4- 

oxazolyl]methoxy]cyclooctyl]oxy]methyl]-6-methyl-. rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 501362-36-3 CAPLUS 

CN Benzoic acid. 2-[[(lR.3S)-3-[[2-(4-f1uoropheny1 )-4- 

oxazolyl]methoxy]cyc1ohexyl]methoxy]-6-methyl-. rel- (9CI) (CA INDEX 
NAME) 



Relative stereochemistry. 
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RN 501362-37-4 CAPLUS 

CN Benzoic acid. 2-[[trans-4- [[2- (4- f luorophenyl )-4- 

oxazolyl]methoxy]cyclohexyl]methoxy]-6-methyl- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 501362-38-5 CAPLUS 

CN Benzoic acid. 2-[2-[(lR.3R)-3-[[2-(4-fluoropheny1)-4- 

oxazolyl]methoxy]cyclohexyl]ethyl]-6-methyl-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 501362-39-6 CAPLUS 

CN Benzoic acid. 2-[2-[{lR.3S)-3-[[2-(4-fluorophenyl )-4- 

oxazo)yUfnethoxy]cyclohexyl]ethyl]-6-methyl-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 501362-43-2 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(4-bromophenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 




RN 501362-45-4 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(3-fluorophenyl )-5-methyl-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 




RN 501362-46-5 CAPLUS 

CN Benzoic acid. 2- [[[3- [[2- (3-methoxyphenyl )-5-methyl -4- 

oxazolyl]methoxyKyclohexyl]oxyJmethy13-6-inethyl- (9CI) (CA INDEX NAME) 




RN 501362-47-6 CAPLUS 

CN Benzoic acid. 2-methyl -6-[[[3-[[5-methyl -2- [3- (trif luoromethyl )phenyl]-4- 
oxazolyljmethoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 




RN 501362-48-7 CAPLUS 

CN Benzoic acid. 2- [[[3-[[2- (3-chlorophenyl )-5-methyl -4- 
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oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 




RN 501362-49-8 CAPLUS 

CN Benzoic acid. 2-[[L3-[[2-(4-chlorophenyl )-S-methyl -4- 

oxazolyUmethoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 




RN 501362- SO -1 CAPLUS 

CN Benzoic acid. 2-methyl -6-[[[3-[[5-methyl -2-(3-inethylphenyl )-4- 
oxazo1yl]methoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 




RN 501362-52-3 CAPLUS 

CN Benzoic acid. 2-[t[3-[[2-<3.4-dimethylphenyl )-5-methyl -4- 

oxazolyl](nethoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 



Me 




14 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN (Continued) 
RN 501362-53-4 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(2.4-dimethylphenyl >-5-methyl -4- 

oxazoly1]methoxy]cyc10hexy1]oxy]methyl]-6-methyl. (9CI) (CA INDEX NAME) 




RN 501362-54-5 CAPLUS 

CN Benzoic acid. 2-methyl -6-[[[3-f [5-methyl .2- (2-methyl phenyl )-4- 
oxazolyl]methoxy]cyclOhexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 




RN 501362-55-6 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[3-[[5-methyl-2-[3-(trifluoromethoxy)phenyl]-4- 
oxazolyl]methoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 




RN 501362-58-9 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(3.4-dimethoxyphenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-niethyl- (9CI) (CA INDEX NAME) 
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RN 501362-59-0 CAPLUS 

CN Benzoic acid. 2- [[[3- [[2- (3-cyanophenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 




RN 501362-60-3 CAPLUS 

CN Benzoic acid. 2-methyl -6- [[[3-f. (5-methyl -2- phenyl -4- 

oxazolyl)methoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 




RN 501362-61-4 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[3-[[5-methyl -2-{4-methylphenyl )-4- 
Oxazolyl]methoxy]cyclOhexyl]oxy]methyl]- (9Ci) (CA IN0EX NAME) 




RN 501362-62-5 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(4-methoxyphenyl)-5-methyl-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA IN0EX NAME) 
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RN 501362-65-8 CAPLUS 

CN Benzoic acid. 2-[[((lR.3S)-3-[[2-(4-methoxyphenyl )-4- 

oxazolyl]methoxy]cyclohexyl]oxy]diethyl]- 6- methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 501362-67-0 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[(lR.3S)-3-[(2-phenyl -4- 

oxazolyl)methoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 501362-70-5 CAPLUS 

CN Benzoic acid. 2-methyl -6-[[[(lR.3S)-3-[[2-(4-raethylphenyJ )-4- 
oxazolyl]methoxy]cyclohexyl]oxy]methyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 501362-73-8 CAPLUS 
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L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN (Continued) 
CN Benzoic acid. 2-[[[ (lS.3R)-3-[[2-(4-fluorophenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 501362-01-2P 50136Z-08-9P 501362-11-4P 
501362-14-7P 501362-19-2P 501362-20-5P 
501362-42-1P 501362-69-2P 501362-72-7P 
501362-75-OP 501362-77-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation): RACT 
(Reactant or reagent) 

(preparation and saponification of: preparation of oxazole diaryl cycloalkyl derivs. and 
the use thereof as PPAR activators) 
RN 501362-01-2 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2- (4-f luorophenyl )-4-oxazolyl ]methoxy]cyclohexyl ]ox 
y]methyl]-6-methyl-. methyl ester (9CI) (CA INDEX NAME) 




RN 501362-08-9 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[(lS.3R)-3-C(2-phenyl -4- 

oxazolyl)methoxy]cyclohexyl]oxy]methyl]-. methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 501362-20-5 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3S)-3-[[2-(4-fluorophenyl)-4- 

oxazolylJmethoxy]cyclohexyl]oxy]methyl]-5-methyl-. ethyl ester, rel- (9CI) 
CCA INDEX NAME) 

Relative stereochemistry. 




RN 501362-42-1 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(4-bromophenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl ]oxy]methyl ]-6-methyl - . methyl ester (9CI) (CA 
INDEX NAME) 




RN 501362-69-2 CAPLUS 

CN 8enzoic acid. 2-methyl-6-[[[(lR.3S)-3-[(2-phenyl -4- 

oxazolyl)methoxy]cyclohexyl]oxy]methyl]-. methyl ester (9CD (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 501362-11-4 CAPLUS 

CN Benzoic acid. 2-methyl-6-[[[(lS.3R)-3-[[2-(4-methylphenyl)-4- 

oxazo!yl]methoxy]cyClOhexyl]oxy]methyl]-, methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 501362-14-7 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3S)-3-[[2-(4-fluorophenyl )-5-methyl -4- 

oxazolyl]methoxy]cyclohexyl]oxy]methy]]-6-methyl-. methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 501362-19-2 CAPLUS 

CN Benzoic acid. 5-[[[(lR.3S)-3-[[2-(4-fluorophenyl )-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-2-rnethyl- . ethyl ester, rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
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RN 501362-72-7 CAPLUS 

CN Benzoic acid. 2-methyl -6-[[[(lR.3S)-3-[[2-(4-methylphenyl )-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl]-. methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 501362-75-0 CAPLUS 

CN Benzoic acid. 2-[[[(lS.3R)-3-[[2-(4-fluorophenyl)-5-methyl-4- 

oxazolyl]methoxylcyclohexyl]oxy]methyl]-6-methyl- . methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 501362-77-2 CAPLUS 

CN Benzoic acid. 2-[[[(lR.3S)-3-t[2-(4-fluorophenyl)-4- 

oxazolyl]methoxy]cyclohexyl]oxy]methyl ]-6-methyl- . methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



10/631,867 



Page 6 



L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN (Continued) 




IT 501362 -44-3P 

RL: PAC (Pharmacological activity): SPN (Synthetic preparation): THU 
(Therapeutic use); BIOL (Biological study): PREP (Preparation): USES 
(Uses) 

(preparation, cyanolysis and PPAR activating activity of; preparation of oxazole 
diaryl cycloalkyl derivs. and the use thereof as PPAR activators) 
RN 501362-44-3 CAPLUS 

CN Benzoic acid. 2-[[[3-[[2-(3-branophenyl)-5-methyl-4- 

oxazolyljmethoxy]cyclohexyl]oxy]nethyl]-6-methyl- (9CI) (CA INDEX NAME) 



L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN (Continued) 
RN 601362-78-3 CAPLUS 

CN Benzoic acid. 2-[[F(lR.3S)-3-[[2-(4-fluorophenyl)-4- 

oxazolyl]methoxy]cyclohexyl ]oxy]methyl]-6-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + }. 




RE.CNT 1 THERE ARE I CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 




IT 501362 -64- 7P 501362-78-3P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation): THU (Therapeutic use): BIOL (Biological study): PREP 
(Preparation): RACT (Reactant or reagent); USES (Uses) 

(preparation, methanolysis and PPAR activating activity of: preparation of 
oxazole diaryl cycloalkyl derivs. and the use thereof as PPAR 
activators) 
RN 501362-64-7 CAPLUS 

CN Benzoic acid. 2-[[[(lS.3R)-3-[[2- (4-fluorophenyl )-4- 

Oxazolyl]methoxy]cyclohexyl]oxy]methyl]-6-methyl- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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R2 Rl R5 RlO 

A }^A-N-R9 




0-CH2-CH2-NMe2 



CH2-CH2-NMe2 



AB Title compds. I [R = alkyl, alkylaryl . cycloalkyl. etc.; A = 

(C(R42)(R43))m: m = 0-5: R42. R43 = H. alkyl. aryl: 8 = a bond or a link, 
i.e. S. SO. S02. etc.; W = (CH2)n. CH=CH. CH=N. etc.: n = 2-5; R9. RIO = 
H. alkyl. alkoxyalkyl. etc.: Rl. R2. R3. R4 = H. halo. OH. etc.: R5. R6. 
R7. R8 = H. halo. OH. etc.] and their pharmaceutical ly acceptable salts 
and formulations were prepared For example. TFA catalyzed cyclization of 
di-Me acetal II. e.g.. prepared from 4-phenoxyaniline in 2-steps. afforded 
diarylcycllc urea III. In milk consumption studies with female 
NMRI mice, cyclic urea III exhibited very good anorectic effects, i.e.. 
58* decrease in milk consumption vs control. Compds - I are claimed useful 
as antiobesity and antidiabetic agents. 
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OCF3. Cl-6-alkyl, 0-(Cl-6-alkyl ) : R3 = H. Cl-6-alkyl: X. Y = Cl-6-alkyl 



(chains may contain 1 or more oxygens)] to their physiol. compatible salts 
and to a method for producing the same. Thus. (+)-cis-oxazole II was 
prepared from cyclohexane-1 .3-diol via O-alkylation with 

4-(Iodomethyl )-2-(4-fluorophenyl )oxazole. separation of cis/trans isomers. HPLC 
resolution of the cis isomers, and finally alkylation of the (-)-cis isomer 
with Me 2-(bromomethyl )-6-methylbenzoate. The compds. have lipid and/or 
triglyceride reducing properties and are suitable e.g. for treating lipid 
metabolic disorders, type II diabetes and syndrome X. The bioactivity of 
II was determined [EC50 = 0.3 nM vs. PPAR«], 
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RNH NH OH 




AB Title COmpdS. [I: R - Eq(A4)p(A3)o(A2)n(Al)mZl : Z - NHACO. COACO. COQCO: A 
= alkylene: Q = phenylene: A1-A4 = (protected) amino acid residue: E = 
S02R4. COR4: Rl = (substituted) Ph. thiazolyl . oxazolyl , thienyl. furyl . 
pyridyl. pyrimidinyl: R2 = H. OH. CH20H. OMe: R3 - H. F. Me. OMe: R4 = 
alkyl. AR5. COAR5. etc.; R6 = C02R6. COR6. (substituted) alkyl. Ph. 
naphthyl. thienyl. furyl. pyridyl. pyrimidinyl. chromanyl . thiazolyl. 
etc. : R6 = H. alkyl : 1 . m. n, o. p = 0 . 1 : 1+m+n+o+p SI], were 
prepared Thus. I (R = H: Rl = Ph: R2. R3 = H) (preparation given) was treated 
with FMOC-D-Lys(BOC)-OH. TOTU. and Et3N in OMF followed by deprotection 
with piperidine in DMF to give 63, 5% I [R = H-D-Lys(BOC) : Rl = Ph: R2. R3 
= H], The latter was treated as above to give 432 I [R = 
H-D-Lys(BOC)-D-Lys(BOC): Rl - Ph: R2. R3 - H], I inhibited 
[3H]-taurocholate uptake in rabbit ileum prepns. with quotients of IC50Na 
values of taurochenodesoxycholate and I of 0.16-1.26. 
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